INTRODUCTION
I n 1972, Sharp et al described the mixed connective tissue disease; such a description corresponded to an apparently distinct rheumatic disease syndrome associated to U1RNP, which is an extractable nuclear antigen or ENA (1) . After this clever description, different overlap syndromes that did not meet the EMTC criteria were described. Conceptually Alarcón-Segovia coined the term of "shared autoimmunity", which was defined by the presence of two or more data compatible with autoimmune disease; such category of disease describes signs or symptoms of certain autoimmune connective diseases, for instance Rupus corresponds to lupus erythematosus associated to Reumatismo, 2008; 60(4) 
CLINICAL CASE
A 27-year-old female who works in farming labor, who attended to a public hospital with a clinical picture of 14 months evolution, characterized by fever, generalized fatigue, myalgia and significant weakness, which predominantly affected the proximal muscle groups (e.g., shoulder and limb girdles), she also complained of disease-related functional limitation, polyarthritis of hands, knees, sclerodactyly with complete Raynaud's phenomenon and dysphagia. During first evaluation rheumatoid arthritis was the probable diagnosis; she received therapy with prednisone 5 mg daily, methotrexate 12.5 mgr weekly and celecoxib 200 mg daily. In spite of this therapy, the disease progression was not modified in the following two months. She was later evaluated in the Department of Immunology with the aforementioned clinical picture. The physical examination showed temperature of 38.9ºC, blood pressure of 100/60 mmHg, pulse with 120 beats per minute, hyperpigmentation in frontal area and heliotrope periorbital rash. Thorax with normal lungs auscultation; the abdominal examination showed a positive Castell's sign and discrete enlargement of liver and spleen. Additionally she exhibited the characteristic Gottron sign over methacarpophalangeal joints and an erythematous rash in wrists, knees and ankles. There was muscular swelling, tenderness and weakness of scapular and pelvic muscular groups. Also calcinosis cutis in forearms and legs was detected. From the functional point of view she had inability to walk. The clinical laboratory tests showed increase of muscle enzymes Lactate dehydrogenase (LDH) 7658 U/l, Phosphocreatine kinase (CPK) 7100 U/l and Creatine kinase (CK) 890 U/l; the erythrocyte sedimentation rate (Wintrobe) was 52 mm/h. Additionally she had positive antinuclear antibodies by indirect immunofluorescence on HEp-2 cells at 1:81,920 titers, with a nucleolar fluorescent pattern. Fine specificity was defined by Western blot using a HEp-2 cell extract and a prototype serum, results of these studies disclosed a 100 kDa immunoreactive band correspondent to PM/Scl-100; this was assumed because the prototype anti-PM/Scl serum gave similar reactivity. The Jo1 specificity tested by ELISA was negative. A muscle biopsy from biceps exhibited inflammation of large vessels, fibers with circumscribed areas of myofibrillar loss and perimysial infiltrates.
A Punch skin biopsy (4 mm in diameter) stained with hematoxylin-eosin and Masson's trichrome showed thickening of median reticular dermis. In present case, the clinical, laboratory and pathology data were considered to establish the diagnosis of sclerodermatomyositis overlap syndrome; with this notion, she received 1.5 g of cyclophosphamide and methylprednisolone in monthly pulses in the following six months. She gradually improved and the concentration of muscle enzymes progressively decreased, concurrently the muscle tenderness and weakness diminished; therefore, her functional status became acceptable and she returned to work six months later.
DISCUSSION
A clinical case of scleroderma and dermatomyositis overlap syndrome is presented. The serologic hallmark is the presence of antinuclear antibodies with nucleolus fluorescent pattern; usually the sera from these patients recognize the protein PM/Scl, which is a component of the exosome complex. The prevalence of anti-PM/Scl autoantibody is 24% of these cases (5, 6), however, it could be higher in children affected of scleroderma and related diseases (7). Polydermatomyositis and scleroderma overlap syndromes are now classified as distinct inflammatory myopathies entities; therefore, the new classification takes into account the serological profiles such as the anti-Syntetase (Jo1), anti-SRP (signal recognition of particle), and anti-nucleoporin, these autoantibodies are markers of chronic myositis; meanwhile, anti-U1RNP, PM/Scl, or anti-Ku are markers of monophasic myositis (6) . The idea that autoimmune connective tissue disease could be overlapped was originally proposed by Sharp et al. (1), they identified a group of patients with symptoms of lupus, scleroderma, dermatomyosytis and rheumatoid arthritis, the novel clinical entity was named Mixed Connective Tissue Disease (MCTD); subsequent studies showed that the 50% of these cases remain as non-differentiated MCTD for years, and display high anti-U1RNP titers, 30% of the remaining cases evolve to SLE, and a 20% evolve to scleroderma. There is an association of the sclerodermatomyositis overlap syndrome to anti-PM/Scl autoantibody and HLA DQA1.0501 allele (8, 9) . The antigen PM/Scl is part of the exosome, and is composed by various exo-ribonucleolytic enzymes; the exosome participates in 3' end mRNA degradation, and it also is an rRNAs and small nucleolar RNAs processing factor, this multienzymatic complex was discovered in yeast (10) . The exosome, in concert with the auxiliary factors, recruits the target mRNA; then develops its exoribonucleolytic activity and produces mRNA degradation (11) . Human exosome includes ten components, among them are PM/Scl100 and PM/Scl-75, both proteins are recognized by sera of sclerodermatomyositis overlap syndrome. These and other exosomic components are 3'/5' exoribonucleases are assembled as an hexameric structure that mimics a donut, and the mRNA target is degraded in the center of the hexamer (11) (12) (13) . Autoantibodies against exosome can be detected in 5-8% of inflammatory myositis, in 3% of scleroderma and in 24% in sclerodermatomyositis overlap syndrome (14) . Other exosomic components recognized by anti-PM/Scl autoantibodies are hRrp4p, hRrp40p, hRrp41p, hRrp42p, hRrp46p y hCsl4p (15) (Fig. 2) .
The present clinical report corresponds to a patient with sclerodermatomyositis overlap syndrome with an exceptional high titer of antinucleolar antibodies. The nucleolar fluorescent pattern of the serum reported here, coincides with the nucleolar location of exosome components; therefore, its molecular reactivity shows a 100 kDa band correspondent to PM/Scl-100; interestingly a new serum sample taken three months after the first evaluation, exhibited two immunoreactive bands, one of 100 and another of 39 kDa, the latter probably corresponded to an aberrant peptide of PM/Scl 75. This finding probably suggests an epitope spreading phenomenon; this means that the initial response was against PM/Scl 100 protein and then reactivity spread against an additional moiety (15). In conclusion, a sclerodermatomyositis patient with a remarkable antinucleolar antibody titer and PM/Scl specificity is reported, this is a rare serological case with a monophasic myositis evolution. Finally, it is important to take in consideration the serology in these patients, because autoantibodies can be a sensible monitor of disease behavior.
